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1 Oil o|S *&gAt S S?iUD. CHBIS! 

as (ei) 

[5is«asi 15 a 29,ooo a 

[?t&ft£!£] OS 0 S 

1 2i 26.000 a 

[4IMS?^] 5 8 269.000 a 

[gM|] 324.000 S! 

115,400 a 

[U^AiW] 1. £2Nci-8AHA-i(EB)_1* 2.±D\®&M iSste AiW_1 
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#3 2003/1/8 



g. o. 7l A>oi TFACtrifluoroacetic acid)* «>l-8-*H ^>7>tii(acarbose) ^ 

/SE^f o>^i -B-£54|(acarbose derivatives) 3.^3 ^ ^^(valienamine)^r *]B£.3\r 
^ «<HH ^rtb #^tr £3^^i2AlT}^Htf-glucosidase) <3*(N 

<>H *H2*§ ^Jt* *1IL*I]SL ^.#^U^(voglibose)» ^ Site *I4J ^ 

^oj ^^^6>nl-i; o}^^ ^/5E^ ZL -frS^iM^ TFA» <S^3 7)&* 

n% ^-n tfl^ ^^r% ^ Si**- 

£ 1 

^B^KKvalieriamine), o>7>iL^(acarbose), ^^(acarbose derivatives) , 

EB]^if^s.o}-4^6flA];E.(trii luoroacetic acid, TFA) 



17-3 



#ei 2003/1/8 
20020051511 " r 

TFA» ol-§-*r°3 o>7}^i g/SE^r ^ *<>W* *«2^Hr 

%V^{A preparation method of valienamine from acarbose and/or acarbose derivatives 
using trif luoroacetic acid} 

£ l^r TFA» <>l-§-*H ^K^iM^ ^ n*}7)^ ^ 

s 2^ tfa* oi-g-^H ams-^M^ ^ n*}7)^ ^ 

5L 3^ TFA» ol-g-^H c>^i -ft-SL^SHM *flS*b ^^W^ ^ ^^>7l^ 
£ 5^ TFA* ftSL^tt *\}2^& Bio-LC(HPLC) 
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WW ^1 

:6 > ^ tfa« <>l-§-*M ^/S^r <=>>^V^ *H ^ 

*iis*Hr *<HH1 4* S-^s. M *Hl*m «i ^/^ °>^- 
<v> [«v-g-^ l] 
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Valienamine 



<9> 



< 10 > ^t^H-il -B-S^l*^: 71^^-S HI:34*Vti SLoH^Coiety)* » 
51 ^^J(validamine) 3£fe ^e|*^J(valiolamine)4 ^3^3. a*. 
^^M^l **3&<glucose)7> *£S3*HW>1=- 

(pseudotri saccharide) SHU" 0 ! 1 }- 

iS^S*r°H^ ^ol^a^a^^CS^e^oaDwes hygroscopicus) % 
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* *H<8*H flfe*. ^^>c]Al £Wflfe ^Hl^l ^«*KL°1 ^ 

^ fl-fr^M Sl-^ ^(column)* 

^^o^^- SE 4* ^0.3.^ AV7>S.^-l-(^ saccharophilimi) 

«4* -fi-5L*}^ « (column)* <3^r H^l fl*. " 7 >*1 ^ 

sl^ *h* *r* ^ ^ ^ c ^- 

¥Kq*>Kl £ oH (moiety)* 5fe SI 4* SJWfr ^iL^m. o^fi. 

o]^ *WMKa -amylase)* *HWte <*** »*H 

iJLSjo^ ^ ^€^J^ ^^M41* ^S.^- 

NBS(N-Bromosuccinimide)» a>**| *s|*o>tl* HMM 
Ai DMSOCDimethyl sulfoxide)* 4«<1 ^l^HHH a} 3* «t o\W ^ 

o) ^jl, Jf-*t* 5ft4. a* **** ^ *■ 

^S)7l xtflS-ofl ^JL« 7^*1 *$U>-^, ^ *7l«** *•£ * 
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i20020051511 

^g^s. ^ 7>*1 vt^°l $H li^fe 

<16> »H" S.^^- WW* *l*lS3.(jil Wf/») ^ 

^ 0 |n]6. ^fS.S^-i tlH S 5] 3X) ^Y^iPseudomonas denitr if leans) , 

jgjii-Bflsl-g- X\?\^.Q%(Flavobacterium saccharophi lum)% °1 -§-^V°^ ^^-^^V 1 ?! 5 ^ ^ 
^^H-*l* 7K^*i|*H «WI 57054593^^^ *1*W: °l-§-*r<3 

^Bl^H^r 1 ^ 7flAl5|ol &cm3, #-§-2^ 20-451C, 

pH 5-8, 24-200*1 tt ^°v> S *^4«H^^ «* l-5**» 

A}7>^^-§-(F/aroZ»<:?f?r/izro saccharophilum)-%: °l-§-*fl 1^1 ^r 1 ?! it A $ 

<it> *5l«6>^l* ^H^Gnaltase)^ ^£3.*Ha(sucrase) ^lM-7r 5£-^ 
- ^(Bacillus species)ofl tfl^V tfr^^o] flfc 3 °5L 2£* **WI 

D-^Jf3-g ^l^ ^-Sl^o>nlo] ^2i^o_S. -fr A r*H Jl4^ 

D-^-S-g ^o]^ ^nflS. *H S^^^ols-Cpyranoside)^ 7H^*fl 

3}-^ ^H-MSl ^SChalf-chair conformation)* H-^tr 1 ^. 

<is> ^^V 1 ?! a^H 3 (moiety)* S*W3.fe °>7}J±^(acarbose) $ ^--R-S.^1 
♦ ^sl^o>^l(validoxylamine)^ ^t].pH*Kvalidamycin) ^°1 
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Ej-g- i^V^ ^fl^O-S ^<a^m^ 2-= ^4 *W 

o] ufl^-ofl ^<a^^ ^s-s.^ ^^m. o>^^ -B-^m Ay-g--gm °> 

^>U^# ^ ^ ^S^-E^ 3t|ii^iS(pigraent)S ^»l7> 



Ixf^A] £ i£rgo] S.^^ TFA1: ol-g-^H ^/3E^ o}?}-^ -fr^S.^ 
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<2i> .g. tg-^ TFACtrifluoroacetic acid)» ^>^-^(acarbose) ^/S^ <>} 

7>iL^ -*KE*fl(acarbose derivatives)^.^ ^^^(valienamine)^: ^ 

<22> ^tb, «>-§- 7]^S. a^^S. 0.2-10% o^Ji^ ^/S^ o>?>^.^ 

# A}-g-^ ^ ^los. sfrfe TFA» °]-§-tr ^/Sfe o>^>^.^ -B-^l^-B] 

<23> o>u)e}-, -g-nfls. io-60% TFA ^r-§-^# ^ r -§-*Kr 33 "8: 

*rfe TFA* o}?}&^ ^/3^r o}?K!±i 

<24> o} ? }ii ^/5£^ Zl^ -fr£Jg|s!| ^£7> 0.2% ul^lTlM- TFA 7}- 60%» 

*r ^7>7} tf^uL, ^1, ^/3^r ^>7 r JL^ -ffcSESlN 

^£7} 10%» ^H^m- TFA7> 10% ol^Vo] slfe ^-f ofl^ ^-iro] ^o>^cf. 

<25> M-<5>7>, 80-120 *C^>H 1-24^1 ?> «>-§-^7]7ll-!-, *l*Mr 1*1 # 

0.5. #o]jl ^-g--§; 96%7>*1 ^ *r 9Xt= -2-£#S|M S-Cautoclave)* 

-g-*Rr ^8 S|-*r TFA» °]-§-tr ^/S^cr f>7>iti -^-£^5.^ ^ 

<26> ifj-^ofl o>^^ ^ ulBH $1^ ^717} NH 2 S 

NH+3^ ^^s. ^€ ^ 5a4. 
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^ zl oi^i- 393 sBM-i: 1 &*R? » 

<28> £ ^ ^ ^ ^-tg *lJL*fl5L A>-g-Sl3. flfe ^BUS^A^V^ol^oJ o>^^ 

W3i ±, ^ ^n}S.^] TFA* AV-g-SH tt* ^SAltq-^ ^l*lH 

^ ^A]-^ ^ 3E1g-i5Hr ^^ltS. 

<29> o^>, ^aH» n^ 3 **! tMM #4*1 <MW. ^ 

u(. t ^^o^ o]s. ^Al^]^ 7l^ofl^> tb^fe 3£r °H4. 

<3i> £^ o> ? >^ lOg^ 10% ^oflffoflo] ^°»6\] ^O] 2)^£7> 5%7> S)7fl tb ^ 

tiV-g-^JE 100°C°1M 12Al^ o]Aj. a>-§-Al^ 3 eH^H^ -§--§; ^l^^r ^ °1» 
AV-g-^fl ^*fl*H 2.02g^ ^^V^-ir ££4. 



<32> ^Alafl 2: TFA-S- ^ el 31 o>?1 ^ 

<33> 0>^>a.^ -o^l(oltg-ji). #t£) lg# 10% El6H«oflol 

5L7> 5%7> i|7fl «■ * «>-§-^ lOOlCoflAi 12AR> O]^ «>-g-Al 7J ^ ti) <* £ <* 
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^7)« * on- o]* ZL® AVM 3*fl«M ^ 0 .45g*|- 0.31g^ *3*>Wl* 

o>^jti 10g# 10% TFA ^ 5%7> SjTfl * 4- ^1 

sfloiy* A>-§-8i] ^* ^-s-^s i2nc*n^ aofr-i^m *a s>-§-*m 
A. 



<36> 



<37> 



a: ^.tii«olaf $l£*k3 tfah- oi-e-^v a^^SLg ^Lgj£3i 

o^>a^ -frS^C^W lg^ 10% TFA ^-M* ^ ^**£7> 5% 

7 > s)7il «: * *s«M« *>**ll mrl-H soS-i^m 

0.46g^ 0.30g^ ^4<>>^1* <S£^. 



<38> 



<39> 1H-NMR(D 2 0) <T- 3.42UH, br s, H-l), 3.54C2H, ABq, J=13.6Hz, H-7), 

3.94C1H. d. J=6.79Hz), 3.97UH), 4.05C1H), 5.64(1H, d, J-4.6) 
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<40> 13 C -NMR(D 2 0) 3 : 48.9CC-1). 61.2(C-7). 69.7(C-2), 71.7(0-*). 72.0(0-3). 
123.4(C-6). 139.9CC-5) 



<41> ^ M ^ c>^^« ol*«H 50~95%, 70-95%^ 
4*3. *3 *2* 4 Sft^. ^€<>V?1^ ^ (-moiety)^ <SL* 
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TFACtrifluoroacetic acid)* *l-8-*H ^l^(acarbose) .«/3Efe -frS- 
^(acarbose dreivative)^.^ ^ €^(val ienamine)-ir *ll^Hr ^ ; 
2] 

»]i^ofl ^Ai, ^--g- 7i^s oV7m.ii -*ke3)» ^^^£7> 

0.2-10% A>-§-^ <L5L *Kr, TFA» 

3] 

*Hl%ofl ^o^, TFA^ 10-60%» A>-§-*Kr 3* IRJiLsL -arm TFA» *\ 
4] 

^1^1 Si^i, ^"i-^ 8Q-1201C4H l-24^m *H8XMfe 
TFA-& ol-g-^H ^/H^cr o>7}iL^ ^-SL^iM^ ^S^oKMr *flS*Kr ^ . 

5] 

^llW A^H. ^> ZL<&<L5L AIM <Mr^§- *<>l7l 

Eflo]«( a utoclave)» a>-§-^ ^<L3- TFA» °l-g-^ ^/B^r 
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2003/1/8 
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IS. 3] 




IS 4] 



I 2 3gjg§ § 

I I . HI/1 




17-16 



20020051511 



^ 2003/1/8 



[H 5] 



»7* 



750- 



500-- 



375- 



250- 



125- 



-50- 



0.0 



-7T 





■ .. 1 

.... » 






• •. t 

f 

. * " . 1 




i 






.V ' i 




. 7 • 
i .■■ • 


. ! 
- •: 




! 

i 

... , 






L 









23 



-4— 



3& 



5X) 



73 



17-17 



